We present the in utero appearances and postmortem radiographic findings of two sib fetuses, a male and a female, with features suggestive of kyphomelic dysplasia. The fetuses had severe bowing of the long bones, short, flared ribs, platyspondyly, metaphyseal flaring, skin dimpling, with normal external genitalia and karyotypes and a normal pregnancy. They were born to a mother with features ofbrachydactyly type E. Prenatal ultrasonography of each case showed a normal amount of amniotic fluid, a normal brain, a normal biparietal diameter, symmetrical bowing and shortening of the long bones, and a narrow thorax. Our cases provide support for a familial mode of inheritance for both sexes in kyphomelic dysplasia. Prenatal ultrasound examination can be offered in subsequent pregnancies.
Kyphomelic dysplasia is a rare, congenital, skeletal disorder characterised by a short trunk, micrognathia, midfacial hypoplasia, a long philtrum, a normal occipitofrontal circumference, severe rhizomelic/mesomelic limb shortening, platyspondyly, irregular, flared metaphyses, bowing of the limbs, skin dimpling over bowing, short, angulated femora, a narrow chest, and joint restriction. ' and short 4th metatarsals with the 4th toes inserting into the feet, which were consistent with the diagnosis of brachydactyly type E. She and her spouse were Chinese and nonconsanguineous. She had neither prenatal exposure to teratogenic drugs nor a family history of malformations. Maternal urine throughout the pregnancy did not contain glucose. Radiographic examination showed shortened metacarpals and phalanges of the hands, shortened metatarsals and phalanges of the feet, 12 pairs of ribs, and normal scapulae, clavicles, humeri, femora, ischial bones, and tibiae. She had a normal karyotype, 46,XX.
Prenatal ultrasonography at 26 weeks' gestation showed a normal amount of amniotic fluid, a biparietal diameter of 67 mm, equal to 26 weeks' gestation, symmetrical angulation and shortening of the long bones, normal cerebral ventricles, and a narrow chest. The long bone lengths measured below the 5th centile, with the femur measuring 36 mm, humerus 32 mm, and tibia 30 mm (fig 1) . Amniocentesis showed a 46,XX karyotype. The mother decided to terminate the pregnancy at 31 weeks' gestation. The dead infant measured 34.5 cm in length and weighed 1000 g. Physical examination showed short limbs, joint restriction, a normal occipitofrontal circumference, a normal palate, a flat nasal bridge, hypertelorism, a long philtrum, low set ears, a narrow thorax, pretibial skin dimpling, normal hands and feet, and normal female external genitalia ( fig 2) . Postmortem radiographic examination ( fig 3) showed symmetrical, short long bones with bowed femora, humeri, tibiae, fibulae, ulnae, and radii, 12 pairs of short, flared ribs, normal clavicles and scapulae, a narrow thorax, platyspondyly, metaphyseal flaring, and ossification of the tali. The dysmorphic features and radiological findings (fig 1) of the bowed long bones removed from the proband were consistent with the diagnosis of kyphomelic dysplasia. The internal organs were normal at necropsy. CASE 2 During her third pregnancy, the same mother and father as of case 1 came for prenatal care six years after the delivery of their first malformed child. Five years previously, the mother had given birth to her second child, a healthy boy without any skeletal abnormalities. Prenatal ultrasonogrphy at 23 weeks' gestation showed a normal amount of amniotic fluid, a biparietal diameter of 56.3 mm, equal to 23 weeks' gestation, normal cerebral ventricles, a narrow chest, and symmetrical angulation and shortening of the long bones. The long bones measured below the 5th centile, with the femur measuring 25.8 mm, tibia 23.8 mm, fibula 23.6 mm, humerus 29.1 mm, ulna 23.6 mm, and Cheni, Chern, Shih, Chuang, Huang (fig 4) . Amniocentesis showed a 46,XY karyotype. The same findings as in the earlier case were obvious. The mother opted to terminate the pregnancy at 23 weeks' gestation. The infant at birth weighed 600 g and measured 26 cm in length. Physical examination showed a normal occipitofrontal circumference, a normal palate, a flat nasal bridge, hypertelorism, a long philtrum, low set ears, short limbs, joint restriction, a narrow thorax, pretibial skin dimpling, normal hands and feet, and normal male external genitalia ( fig 5) . Postmortem radiographic examination (fig 6) showed short long bones with symmetrically bowed femora, humeri, tibiae, fibulae, radii, and ulnae, 12 pairs of short, flared ribs, normal clavicles and scapulae, platyspondyly, metaphyseal flaring, and ossification of the tali.
Samples of DNA were obtained from parental whole blood, umbilical cord, and muscle of case 2. Polymerase chain reaction methods using primers flanking the SOX9 gene were applied according to previously published methods.'2 " The amplification was carried out in an "OmniGene" module (HYBAID, UK) with 30-35 cycles at 94°C for 60 seconds, 55-64°C for 60 seconds, and 72°C for two minutes. Sequencing reactions were performed with the ABI PRISM dye terminator cycle sequencing kit (Perkin Elmer, USA) and then analysed on an ABI 377 automated DNA sequencer. Both strands were sequenced using either the forward or reverse primer. Paternity was confirmed by a DNA fingerprint of the family. Analysis of the SOX9 gene in case 2 showed no mutation in either of the SOX9 alleles. The internal organs were normal at necropsy. 
Discussion
A comparison of our probands with the 13 previously reported cases of kyphomelic dysplasia is shown in table 1 . Differential diagnosis of kyphomelic dysplasia should include short stature/short limb skeletal dysplasia (SLSD) with severe combined immunodeficiency (SCID), campomelic dysplasia, congenital bowing of the long bones, Antley-Bixler syndrome, Larsen syndrome, diastrophic dysplasia, Stuve-Wiedemann dysplasia, Fuhrmann syndrome, and asymmetrical (symmetrical) long bone bowing with craniosynostosis.1 Short stature/SLSD with SCID is characterised by autosomal recessive inheritance, bowing of the long bones, metaphyseal chondrodysplasia, flaring of the rib ends, decrease in the vertical height of vertebral bodies, lymphopenia, reduced immunoglobulin levels, recurrent respiratory infection, diarrhoea and moniliasis.1 14 The classical form of campomelic dysplasia is characterised by autosomal dominant inheritance, sex reversed XY females, dwarfism, respiratory distress, macrocephaly, micrognathia, malformed ears, cleft palate, bowing of the lower limbs, central nervous system anomalies, neonatal death, polyhydramnios, associated abnormalities such as hydronephrosis and congenital heart defects, an enlarged and elongated skull, hypoplasia of the cervical vertebrae, a bell shaped thorax with reversai ana campomelic ayspiasia. -Campomelic dysplasia is an autosomal dominant disorder with a heterozygous mutation in SOX9.2 13 16 The present sister and brother pair was distinguished from the classical form of campomelic dysplasia by the presence of a normal cranium and brain, severely bowed extremities, ossification of the tali, absence of hypoplasia of the fibula, and absence of either sex prognosis of kyphomelic dysplasia appears to be encouraging, orthopaedic sequelae as well as haematological problems should be advised in genetic counselling. In the absence of molecular and biochemical tests, prenatal ultrasound is the only tool available for prenatal diagnosis.
